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Introduction
48
Nitric oxide (NO) is a ubiquitous signalling molecule which is synthesised endogenously from 49 L-arginine by NO synthases (NOS) in the presence of oxygen (O2) and regulates a multitude of 50 biological processes (Forstermann and Sessa 2012) . For example, NO is transiently released 51 from endothelial cells, diffusing from the production site to smooth muscle cells, resulting in 52 dilation of the vasculature (Ignarro et al. 1987 ). Nevertheless, the majority of NO does not 53 reach its target cells due to rapid oxidation to nitrite (NO2 -) and nitrate (NO3 -) (Kelm 1999) .
54
However, when pO2 is reduced endogenous NO synthesis is diminished and can result in a 55 reduced blood flow to the periphery (Lundberg et al. 2008 ). Under these conditions it has been 56 shown that NO metabolites can be utilised as a reservoir for NO production via the NO3 --NO2 -
57
-NO pathway. Firstly, NO3 -can be reduced to NO2 -by facultative bacteria on the tongue to shift between the blood and interstitial space (Cohn 1966; Stokke et al. 1986 Fourteen healthy and recreationally active participants (9 males and 5 females, age 27 ± 4 years, 108 stature 176 ± 7 cm, and body mass 71 ± 11 kg) volunteered to participate in the study. Written Continuous measurement of HR was conducted using telemetry (Polar electro, Oy, Finland).
142
Participants lay supine for a total of 30 min followed immediately by 2 min of standing, 2 min 143 of sitting, and then 5 min of cycling at 60% of the age-predicted maximal heart rate. The The percentage change (Δ) in PV was estimated using the change in haematocrit and 213 haemoglobin values using the method described by Dill and Costill (1974) . The PV values for (Fig. 4) . Conversely, NO can be oxidised to NO2 -via various oxidants in plasma and tissues (Shiva et 378 al. 2006 ). It should also be noted that a considerable portion of NO2 -and NO3 -are stored in 379 tissues. In rodents, the liver, blood, and skeletal muscle contain equivalent amounts of NO2 -
380
(~0.5 -0.7 nmol/g) whereas NO3 -is considerably higher in muscle (~200 nmol/g) compared 
